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PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agenfs file reference 
POO-01 



International application No. 
PCT/JP00/00454 




,ntemati r^^ 

A23L .TiK?,^ 3I/185 > 31/192 ' 3 1 ™> ^0, 35/78, A6.P I9/10) 9/12 , 19/08 , 9/I0 , 



Applicant 



SUNSTAR INC. 



2- This REPORT consists of a total of 



-12 sheets, including this cover sheet. 



This report is also accompanied by ANNEX FS i e ch.^t, r + u , 

been amended and are the basis for this report and/or ^hilt description, claims and/or drawings which have 

Rule 70,6 and Section 607 of the AdrniS -de before thisUort (« 

These annexes consist of a total of 



. sheets. 



; items: 



This report contains indications relating to the following 
I ^ Basis of the report 
II Q Priority 

ill IX] Non-establishment of opinion with regard to novelty, 

IV £<] Lack 

of unity of nvention 

V D*\] Reasoned statement under Article W9\ ,„;*k j 
c,tat,ons and explanations s^portinesLT^^n/ 0 nove,t * ' 



supporting such statement 

VI [/^ Certain documents cited 
VII Q Certain defects in the international application 
Certain observations on the international appli 



inventive step and industrial applicability 

inventive step or industrial applicability; 



VIII 



Jication 



Date of submission of the demand 

H July 2000(14.07.00) 



Facsimile No. 
Form PCT/IPEA/409 (cover "sheet) (July 1998) _ 



Date of completion of this report 

05 March 2001 (05.03.2001) 
Authorized officer 

Telephone No. 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



L Basis of the report 

"«■ W|jh regard to the elements of the international application:* 
□ the international application as originally filed 
the description: 
pages 
pages 
pages 



I International application No. 

PCT/JPOQ/00454 



the claims: 
pages 
pages 
pages 
pages 



as originally filed 
, filed with the demand 
I December 2000 (21.12.2000) 



1-15,17-19 



■ , as originally filed 

- > 35 tended (together with any statement under Article 1 9 

, filed with the demand 



the drawings: 

pages 

pages 

pages 



' filed with letter of 2 1 December 2000 (2 1 . 12.20001 



1-2 



□ the sequence listing part of the description: 
pages 
pages 
pages 



filed with the letter of 



5 as originally filed 

filed with the demand 



, filed with the letter of 



, as originally filed 

, filed with the demand 

I 2 ' ss^^^ 

□ I 6 .'J 386 T tranS ' ati0n fUmiShed PUrP ° SeS ° f - Ch (undeT^e^ ™* * 

U e language of p ubllcation of the ^ ^ ^ 23. (b)). 

^ U JNp. of the Nation furmshed for (h£ m$ of _ pr£iiminary _ ^ ^ ^ ^ ^ 

^ in the i„ t e mati ona, application , the internatjona , 

U contamed in (he international application in written form 

U filed together with the internationa. application in computer readab.e form 

LJ fum.shed subsequently to this Authority in written form 

U furnished subsequently to this Authority in computer readable form 

^ "^ P Z£:^t^:^ — ^ does not eo beyond the djsclosure in the 

U £ES tha * * — — « -puter readab.e form is iden , caI t0 fc wri „ en ^ ^ ^ 

1 4. □ The amendments have resulted in the cancellation of: 
I — I the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/fig 



u, 45 indicated in the Supplemental Box (Rule 70.2(c)).** 



have been considered to go 



J F Ce mey d0 not contain amendments (Rule 70 16 



and 70.17). 



Form PCT/IPEA/409 (Box f) (July !998) 



Internationa! application No. 

PCT/JP00/0Q454 



1- The questions whether the rW^ZT- " ' FH'icaointy 

U the entire international application. 



I ■ claims Nos. 
because: 



J1A9 



su memsntal sheet for c J~^^^ 



□ 



the description, claims or drawings ■ , 

a-o U nc,ean h a tnomeM1 ^ 



. are so inadequately supported 



D h h „ e t h ,a !I" S '° rSaid c,ai ™ Nos. 

S "0 internationa, se.cn report has been established for said c.ai ms Nos 



2. A 



-LU9 



amino acid 



computer readable forn, has no. been furnished 



: not comply with the standard. 



or does not comply with die standard. 



INTERNATIONAL PrAbv 



ARY EXAMINATION REPORT l^™* 0 ^^ 11 "*^ 



Supplemental Box 

(To be used when the 



P 

PC 



PCT/JP 00/00454 



Continuation of: III. J 

Claims 11 and 19 nert-^r, 

human body by j;;;;;* to ^ t ^ tment ot 

j • Y Cftera Py °r surgery as well as 

iequired to examine under tu^ 
°f PCT Article 34(4) ( a ) m a H D ^ provi sions 

(a) (1) and PCT Rule 67 (iv) . 



FonnPCWEA/409 (Supp,e mental Bo x) (Januaxy , 994) 



^^^mjMmARY EXAMINATION 
I IV- L «ck of unity of invention 
' in response t0 the invitation to restrict or p ay ^~j 

D restricted the claims. 
D paid additional fees 

□ 
□ 



REPORT 



fees the applicant has: 



International application No. 

PCT/JP00/00454 



paid additional fees under 



protest. 



neither restricted nor paid additional fees. 



1 1 □ 'T^^^^^ 



complied with. 



! with Rules 13.1, 13.2 and 13.3 is 



not implied with for the following reasons; 
See supplemental sheet f G 



r continuati 



°n of Box IV. 3. 



CD all parts. 

S the parts relating to claims Nos. 



international preliminary examination 




INTERNATIONAL PR^m^ 



Supplemental Box 

^^^th^ac^y of the 
Continuation of: IV . 3 



ARY EXAMINATION REPORT W emational ^plication No~ 

PCT/JP 00/00454 



preceding boxes is m^re^-, 



The compositions described in n • 
general totault (1 , de "-tives represented by 

- «. -:::L:rr:::iT — 

associated with osteopenia °' diSeaSes 

moreover, the compositions described in c , . 

Pharmacological mechanism. 

Therefore, there does not appear to k 
•""In, a special technical f > ' 

- in common b et„ee th V I 9 "I? 

- 1 to !„ and the group 0 ""^ ^ 

i- Claims 12 to 18 s „ hK ^ ti0nS set f «th 

18. such being the M « ( * • 

«»t the group of inventions J-;' « considered 

»« group o£ mentions set fort in c ^ ' '° " 
■» 'wo groups of mentions which a re n t * " 

t° form a single genera, ■ S ° Unlted as 

13.2) . al ln ^tive concept ,pct Rule 



INTERNATIONAL PR^feviEVARY EXAMINATION REPORT T^ 0 ^ ap P lication *<>• 
PCT/JP 00/00454 



V. Reasoned statement under Artirfo ttr>\ .^u. * ~~~ 

*P -r Austria. app„ cabuity; 

1 Statement 



Novelty (N) 


Claims 






YES 


Inventive step (IS) 


Claims 


1-10, 


12-18 


NO 


Claims 






YES 




Claims 


1-10, 


12-18 


NO 


Industrial applicability (LA) 


Claims 


1-10, 


12-18 


YES 



Claims 



NO 



Document 2 



Citations and explanations ' 

The following Documents 1 to 9 rit^ ■ <_u 
report: Preliminary examination 

document i : MIZUTANI , ^ ^ 

stimulates the proliferation and 
differentiation of osteoblastic MC3T3-E1 
cells", Biochemical Biophysical Research 
Communication, Vol. 253, No . 3, (1998), pp 
859 to 863 PP * 

INAMORI, Yoshihiko et al "Th e 

a±., The coronary 

vasodilatory and hypotensive effects of 3 

3\4,5'-tetrahydroxystilbene and its 
derivatives", Yakugaku Zasshi/ ^ ^ ^ 
~l> (1984), pp. 819 tQ 821 

Document 3: BELGUENDOUZ, Leila et al »t , 

a et a1 -' Interaction of 
trans-resveratrol with P i asma l ipoproteins „ 

Biochemical Pharmacology, Vol. 55, No 6 
(1998), pp. 811 to 816 

SOLEAS, G.J. et al »d^c 

et al., Resveratrol: a molecule 

whose time has come? and gone?", ciin 
Biochem., Vol. 30, No. 2, (1997) , pp . ^ ^ 

document 5: GOLDBERG, D.M. et al . , "Zdentif ication and 
- 3SSay ° f trih ydroxystilbenes in 



Document 4 ; 



INTERNATIONAL PlftovnNARY EXAMINATION REPORT ^ tamtiomla PP 1 ^^~~ 

. . [PCT/JP 00/00454 

their biological properties", ACS Symp. Ser 
Vol. .661 (Wine), (1997) , pp . 24 fco 43 
Document 6: KRI^a c ^ i 

KRIS A, S. et al., "Production, isolation and 

biological activity of piceids (stilbenes, 
extracted from Vitis vi nife ra cell cultures- 
Bull. Soc. Pharm. Bordeaux, Vol. 136, No i-' 
2-3-4, (1997), pp. 7 to 18 
Document 7: ji N , Dadi fc » Po1vrta< .. 

ai., Polydatm protects against 
endotoxin shock in rat s», Zhonghua 
Chuangshang Zazhi, Vol. 14, No . 2 , (1998) 
PP. e20 to e24 

Document 8: GERATZ, J. D et 

/ et al., "Inhibition of the 

amidase and kininogenase activities of 
Pancreatic kallikrein by aromatic diamidines 
and an evaluation of diamidines for their in 
vivouse", Arch. Int. Pharmacodyn. Ther., Vol 
194, No. 2, (1971), pp. 359 to 370 
Document 9: XU, G P h =i ,, T ^ ■ , • 

* et al., "inhibition of protein kinase 

C by stilbenoids", Yaoxue Xuebao, Vol 29 
No- 11, (1994), p p . 818 tQ 822 

Document 1 indicates that 3,3- 4 5 -_ 

tet rahyd stilbene that is inci - d ^ 

epresented by general formula (1) disclosed in Claim 1 of 
Present application stimulates the proliferation and 
^erentiation of osteoblastic cells. Therefore, the 

" ^ ~- and the treatment of 

peases associated with osteopenia that is the invention 
scio d in claims l tQ ^ Qf ^ - 

disclosed m Document 1 and lacks novelty. Moreover, it 

light of the disclosures in said Document 1 
Document 2 indicates that the resveratrol 
^~.trol,3,4^5.-tri^ mllbwlaJ ^ is ^ 
^Lf^^rea^ed by general formula (1) 

"VTDT? A I Ann m " — — . " \ / 



Fom^PCWEA/409 (BoxV) (January 1994)" 
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anational application No. 
|PCT/JP 00/00454 



disclosed in Claim 19 j-u ' " — 

effect of , PreSeDt has the 

effect of lowermc, blood pressure. Therefore the 

*>r use in the prevention and the trea J»t 0 f " 

Z7TT- and diseases caused by hi * bi °°< p«.»» 

that rs the rnvention disclosed in Claims 12 to l 8 is 

disclosed in Document 2 and lacks novelty. Moreover it 

»°uld oe ohvions to a person skilled in the ar 7L th 

«*t of the disclosures in said Document 2 6 

Documents 3 to 5 indicate that the resveratrol 
Resv eratrol;3i4 , i5 ,_ trihydroxystiibsM) 

x» the compound represented by ge neral tor^la (11 
disclosed in Clai» „ of the present application has 

Preventative effects aaain^ . . 

against arteriosclerosis, which is a 
disease caused by high blood pressure „ h ■ 
hh . ,. Pressure, as described in 

this application. ThereforP 

erore ' the compound for use in 1-ho 

disclosed in Claims 12 fn i« • 

to Sand, v 13 dlSClosed in Documents 3 

to i> and lacks novelty. Moreovpr it- 

Picirri 6 indicates that the stiite - 

o al o " iDClUded ^ °» C ~ represented oy 

general formula (1, disclosed in Claim 1? nf f , 

■PPUcatron has preventative eftecti Tl^ ^ ^ 

ptstrT'aTr' "T " 2 ^ * ^ 

F " bure i as described in t-hic •> • 

ea ln thls ^Plication. Therefore th* 
-pound for use in the prevention and the treat! V 

Pe ten and diseases caused b y hlg h hlood pju 
that rs the rnvention disclosed in Claims 1 2 to l8 is 
d-ciosed in DocUM nt 6 and lacks novelty. Moreover it 
- d oe ohvious to a person skilled in the art i th 
H*t of the disclosures in said Document 2. 

!!!^lli2f^testhat the stilhene derivative 



Fom.rciiiA/409 (Bo,^^]^ 
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IPCT/JP 00/00454 

oeneral formula (l) disclosed in clalm „ Qf ^ * 
application has a protective effect against endotoxin 
shock and that it can improve iow Mood pressure. However, 
the technical matter of the document is not deemed 

^"ttt tT atSd " ^ PreS8nt aPPUCati0n - » ~uid even 
say that the prevention and the treatment of hypertension 

^ the present application and the improvement in l 0 „ 

blood pressure could suggest that they have opposing 

pharmacological effects. 

Document 8 indicafpq fk a f ^ 

icates that compounds such as 

stiioamidine that are included in the compound represented 
by genera! formula (1) disclosed in Claim 12 of the 
Present application have the same inhibitory effects as 
compound „ , B.549 and that compound „ , ^ 

about hypotension when administered intravenously into 

dogs, on consideration of this disclosure th„ 

^stiusure, the compound 
for use in the prevention and the treatment of 
hypertension and diseases caused by high Mood pressure 
that rs the invention disclosed in claims 12 to le would 
be obvrous to a person skilled i„ the art. 

Document 9 discloses monomers, dimers and trimers, etc 
Of s tl lbene derived from piants that are included in the ' 
compound represented general formula U, disposed in 
Claam 1 or 12 of the present application. it would be 
Obvious to a person skilled in the art to replace the 
st.lbene derivatives disclosed in the above-mentioned 
Documents i to 6 and s and apply the invention disclosed 
in Document 9 as the active ingredient. 



The invention disclosed in Cli 



of the present applicati 



ims 1 to 10 and 12 to 11 



on are industrially applicabl. 



Pom, PCT/IPE«409 (Box V) (J„„y i 9M) 




Form PCT/IPEA/409 (Box VI) (July 1998) 
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Vm Certain observations on the internationai application 
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It is unclear what kinds of soeri f 
•■r, -i , specific compounds arp 

included in the "polymers" of t-h* 

^ong the compositions disclosed in n ■ 

- 17 , when 10 

mentioned "polymer" th. • „ ab ° Ve ~ 
been produc d b" /o h 1 -«h report has 
cased on the compound that is specifically 

:i; d ; n pa9e 8 - Unes 17 to - - - d e S « 1Pti r y 

results of said search. 

Claim 16 discloses a composition fQr 
Prevention and the treatment of <- ■ 

the active ingredient thT arte "°"*'»*i« having as 

r „ • . gredlent compound of general formula m 

containing Res vera trol. However th P dn 

et al » Ro . document "WILSON, Ted 

et al., Resveratrol promotes atherosclerosis in 
hypercholesterolemic rabbits" i i f e c • 

^ to PL21 " c e ; L ; T" vo1 * 59 - No - 

-Port indicates that the h inten »tional search 

actual 1 , ^-mentioned Resveratrol 

actually promotes atherosclerosis t w 
effp ^ . xerosis, thus suggesting an 

effect oppo sl te to that of this app lication . 



Fom,PCT/l?EA/409 (BoxVO) (Jtanuay I9M> 



